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4 <110> APPLICANT: Sharon Erickson 

5 Ralph Schwall 

6 Mark Sliwkowski 

8 <120> TITLE OF INVENTION: METHODS OF TREATMENT USING ANTI-ErbB 

9 ANTIBODY -MAYTANSINOID CONJUGATES 
12 <130> FILE REFERENCE: GENENT . 073A2 

C--> 14 <140> CURRENT APPLICATION NUMBER: US/09/811,123 
C--> 14 <141> CURRENT FILING DATE: 2001-03-16 

14 <150> PRIOR APPLICATION NUMBER: 60/238,327 

15 <151> PRIOR FILING DATE: 2000-10-05 

17 <150> PRIOR APPLICATION NUMBER: 09/602,530 

18 <151> PRIOR FILING DATE: 2000-06-23 
20 <160> NUMBER OF SEQ ID NOS : 11 

22 <170> SOFTWARE: FastSEQ for Windows Version 4.0 

24 <210> SEQ ID NO: 1 

25 <211> LENGTH: 119 

26 <212> TYPE: PRT 

27 <213> ORGANISM: Artificial Sequence 

29 <220> FEATURE: 

30 <223> OTHER INFORMATION: Humanized Antibody Sequence 

33 <400> SEQUENCE: 1 

34 Glu Val Gin Leu Gin Gin Ser Gly Pro Glu Leu Val Lys Pro Gly Thr 

35 1 5 10 15 

36 Ser Val Lys lie Ser Cys Lys Ala Ser Gly Phe Thr Phe Thr Asp Tyr 

37 20 25 30 

38 Thr Met Asp Trp Val Lys Gin Ser His Gly Lys Ser Leu Glu Trp lie 

39 35 40 45 

40 Gly Asp Val Asn Pro Asn Ser Gly Gly Ser lie Tyr Asn Gin Arg Phe 

41 50 55 60 

42 Lys Gly Lys Ala Ser Leu Thr Val Asp Arg Ser Ser Arg lie Val Tyr 

43 65 70 75 80 

44 Met Glu Leu Arg Ser Leu Thr Phe Glu Asp Thr Ala Val Tyr Tyr Cys 

45 85 90 95 

46 Ala Arg Asn Leu Gly Pro Ser Phe Tyr Phe Asp Tyr Trp Gly Gin Gly 

47 100 105 110 

48 Thr Thr Leu Thr Val Ser Ser 

49 115 

52 <210> SEQ ID NO: 2 

53 <211> LENGTH: 119 

54 <212> TYPE: PRT 

55 <213> ORGANISM: Artificial Sequence 

57 <220> FEATURE: 

58 <223> OTHER INFORMATION: Humanized Antibody Sequence 

61 <400> SEQUENCE: 2 

62 Glu Val Gin Leu Val Glu Ser Gly Gly Gly Leu Val Gin Pro Gly Gly 

63 1 5 10 15 

64 Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Thr Asp Tyr 
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65 




20 










25 










30 






66 


Thr Met Asp 


Trp 


Val 


Arg 


Gin 


Ala 


Pro 


Gly 


Lys 


Gly 


Leu 


Glu 


Trp 


Val 


67 


35 










40 










45 








68 


Ala Asp Val 


Asn 


Pro 


Asn 


Ser 


Gly 


Gly 


Ser 


He 


Tyr 


Asn 


Gin 


Arg 


Phe 


69 


50 








55 










60 










70 


Lys Gly Arg 


Phe 


Thr 


Leu 


Ser 


Val 


Asp 


Arg 


Ser 


Lys 


Asn 


Thr 


Leu 


Tyr 


71 


65 






70 










75 










80 


72 


Leu Gin Met 


Asn 


Ser 


Leu 


Arg 


Ala 


Glu 


Asp 


Thr 


Ala 


Val 


Tyr 


Tyr 


Cys 


73 






85 










90 










95 




74 


Ala Arg Asn 


Leu 


Gly 


Pro 


Ser 


Phe 


Tyr 


Phe 


Asp 


Tyr 


Trp 


Gly 


Gin 


Gly 


75 




100 










105 










110 






76 


Thr Leu Val 


Thr 


Val 


Ser 


Ser 




















77 


115 




























80 


<210> SEQ ID NO: 


: 3 
























81 


<211> LENGTH: 119 
























82 


<212> TYPE: 


PRT 


























83 


<213> ORGANISM: 


Artificial Sequence 
















85 


<220> FEATURE: 


























86 


<223> OTHER 


INFORMATION: 


: Humanized Antibody 


Sequence 






89 


<400> SEQUENCE: 


3 
























90 


Glu Val Gin 


Leu 


Val 


Glu 


Ser 


Gly 


Gly 


Gly 


Leu 


Val 


Gin 


Pro 


Gly 


Gly 


91 


1 




5 










10 










15 




92 


Ser Leu Arg 


Leu 


Ser 


Cys 


Ala 


Ala 


Ser 


Gly 


Phe 


Thr 


Phe 


Ser 


Ser 


Tyr 


93 




20 










25 










30 






94 


Ala Met Ser 


Trp 


Val 


Arg 


Gin 


Ala 


Pro 


Gly 


Lys 


Gly 


Leu 


Glu 


Trp 


Val 


95 


35 










40 










45 








96 


Ala Val lie 


Ser 


Gly 


Asp 


Gly 


Gly 


Ser 


Thr 


Tyr 


Tyr 


Ala 


Asp 


Ser 


Val 


97 


50 








55 










60 










98 


Lys Gly Arg 


Phe 


Thr 


He 


Ser 


Arg 


Asp 


Asn 


Ser 


Lys 


Asn 


Thr 


Leu 


Tyr 


99 


65 






70 










75 










80 



100 Leu Gin Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys 

101 85 90 95 

102 Ala Arg Gly Arg Val Gly Tyr Ser Leu Tyr Asp Tyr Trp Gly Gin Gly 

103 100 105 110 

104 Thr Leu Val Thr Val Ser Ser 

105 115 

108 <210> SEQ ID NO: 4 

109 <211> LENGTH: 109 

110 <212> TYPE: PRT 

111 <213> ORGANISM: Artificial Sequence 

113 <220> FEATURE: 

114 <223> OTHER INFORMATION: Humanized Antibody Sequence 

117 <400> SEQUENCE: 4 

118 Asp Thr Val Met Thr Gin Ser His Lys He Met Ser Thr Ser Val Gly 

119 15 10 15 

120 Asp Arg Val Ser He Thr Cys Lys Ala Ser Gin Asp Val Ser He Gly 

121 20 25 30 

122 Val Ala Trp Tyr Gin Gin Arg Pro Gly Gin Ser Pro Lys Leu Leu He 

123 35 40 45 
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124 


Tyr Ser Ala Ser 


Tyr 


Arg 


Tyr 


Thr 


Gly 


Val 


Pro 


Asp 


Arg 


Phe 


Thr 


Gly 


125 


50 






55 










60 










126 


Ser Gly Ser Gly 


Thr 


Asp 


Phe 


Thr 


Phe 


Thr 


He 


Ser 


Ser 


Val 


Gin 


Ala 


127 


65 




70 










75 










80 


128 


Glu Asp Leu Ala 


Val 


Tyr 


Tyr 


Cys 


Gin 


Gin 


Tyr 


Tyr 


He 


Tyr 


Pro 


Tyr 


129 




85 










90 










95 




130 


Thr Phe Gly Gly Gly 


Thr 


Lys 


Leu 


Glu 


He 


Lys 


Arg 


Thr 








131 


100 










105 
















134 


<210> SEQ ID NO 


: 5 
























135 


<211> LENGTH: 109 
























136 


<212> TYPE: PRT 


























137 


<213> ORGANISM: 


Artificial Sequence 
















139 


<220> FEATURE: 


























140 


<223> OTHER INFORMATION 


: Humanized Antibody 


Sequence 






143 


<4 00> SEQUENCE: 


5 
























144 


Asp lie Gin Met 


Thr 


Gin 


Ser 


Pro 


Ser 


Ser 


Leu 


Ser 


Ala 


Ser 


Val 


Gly 


145 


1 


5 










10 










15 




146 


Asp Arg Val Thr 


He 


Thr 


Cys 


Lys 


Ala 


Ser 


Gin 


Asp 


Val 


Ser 


He 


Gly 


147 


20 










25 










30 






148 


Val Ala Trp Tyr 


Gin 


Gin 


Lys 


Pro 


Gly 


Lys 


Ala 


Pro 


Lys 


Leu 


Leu 


He 


149 


35 








40 










45 








150 


Tyr Ser Ala Ser 


Tyr 


Arg 


Tyr 


Thr 


Gly 


Val 


Pro 


Ser 


Arg 


Phe 


Ser 


Gly 


151 


50 






55 










60 










152 


Ser Gly Ser Gly 


Thr 


Asp 


Phe 


Thr 


Leu 


Thr 


He 


Ser 


Ser 


Leu 


Gin 


Pro 


153 


65 




70 










75 










80 


154 


Glu Asp Phe Ala 


Thr 


Tyr 


Tyr 


Cys 


Gin 


Gin 


Tyr 


Tyr 


He 


Tyr 


Pro 


Tyr 


155 




85 










90 










95 




156 


Thr Phe Gly Gin 


Gly 


Thr 


Lys 


Val 


Glu 


He 


Lys 


Arg 


Thr 








157 


100 










105 
















160 


<210> SEQ ID NO: 


: 6 
























161 


<211> LENGTH: 109 
























162 


<212> TYPE: PRT 


























163 


<213> ORGANISM: 


Artificial Sequence 
















165 


<220> FEATURE: 


























166 


<223> OTHER INFORMATION: 


: Humanized Antibody 


Sequence 






169 


<400> SEQUENCE: 


6 
























170 


Asp lie Gin Met 


Thr 


Gin 


Ser 


Pro 


Ser 


Ser 


Leu 


Ser 


Ala 


Ser 


Val 


Gly 


171 


1 


5 










10 










15 




172 


Asp Arg Val Thr 


He 


Thr 


Cys 


Arg 


Ala 


Ser 


Gin 


Ser 


He 


Ser 


Asn 


Tyr 


173 


20 










25 










30 






174 


Leu Ala Trp Tyr 


Gin 


Gin 


Lys 


Pro 


Gly 


Lys 


Ala 


Pro 


Lys 


Leu 


Leu 


He 


175 


35 








40 










45 








176 


Tyr Ala Ala Ser 


Ser 


Leu 


Glu 


Ser 


Gly 


Val 


Pro 


Ser 


Arg 


Phe 


Ser 


Gly 


177 


50 






55 










60 










178 


Ser Gly Ser Gly 


Thr 


Asp 


Phe 


Thr 


Leu 


Thr 


He 


Ser 


Ser 


Leu 


Gin 


Pro 


179 


65 




70 










75 










80 


180 


Glu Asp Phe Ala 


Thr 


Tyr 


Tyr 


Cys 


Gin 


Gin 


Tyr 


Asn 


Ser 


Leu 


Pro 


Trp 


181 




85 










90 










95 




182 


Thr Phe Gly Gin 


Gly 


Thr 


Lys 


Val 


Glu 


He 


Lys 


Arg 


Thr 
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183 100 105 

186 <210> SEQ ID NO: 7 

187 <211> LENGTH: 9274 

188 <212> TYPE: DNA 

189 <213> ORGANISM: Artificial Sequence 

191 <220> FEATURE: 

192 <223> OTHER INFORMATION: Vector Sequence 

195 <400> SEQUENCE : 7 

196 aagctcgatc ggtgcacatt aattcatgat cgcgagctag cagcttgcat gcctgcagca 60 

197 gaaatggttg aactcccgag agtgtcctac acctagggga gaagcagcca aggggttgtt 120 

198 tcccaccaag gacgacccgt ctgcgcacaa acggatgagc ccatcagaca aagacatatt 180 

199 cattctctgc tgcaaacttg gcatagctct gctttgctgg ggcattgggg gaagttgcgg 240 

200 ttcgtgctcg cagggctctc acccttgact cttttaatag ctcttctgtg caagattaca 300 

201 atctaaacaa ttcggagaac tcgaccttcc tctcctgagg caaggaccac agccaacttc 360 

202 ctcttacaag ccgcatcgat tttgtccttc agaaatagaa ataagaatgc ttgctaaaaa 420 

203 ttatattttt accaataaga ccaatccaat aggtagatta ttagttacta tgttaagaaa 480 

204 tgaatcatta tcttttagta ctatttttac tcaaattcag aagttagaaa tgggaataga 540 

205 aaatagaaag agacgctcaa cctcaattga agaacaggtg caaggactat tgaccacagg 600 

206 cctagaagta aaaaagggaa aaaagagtgt ttttgtcaaa ataggagaca ggtggtggca 660 

207 accagggact tataggggac cttacatcta cagaccaaca gatgccccct taccatatac 720 

208 aggaagatat gacttaaatt gggataggtg ggttacagtc aatggctata aagtgttata 780 

209 tagatccctc ccttttcgtg aaagactcgc cagagctaga cctccttggt gtatgttgtc 840 

210 tcaagaagaa aaagacgaca tgaaacaaca ggtacatgat tatatttatc taggaacagg 900 

211 aatgcacttt tggggaaaga ttttccatac caaggagggg acagtggctg gactaataga 960 

212 acattattct gcaaaaactt atggcatgag ttattatgaa tagcctttat tggcccaacc 1020 

213 ttgcggttcc caaggcttaa gtaagttttt ggttacaaac tgttcttaaa acgaggatgt 1080 

214 gagacaagtg gtttcctgac ttggtttggt atcaaaggtt ctgatctgag ctctgagtgt 1140 

215 tctattttcc tatgttcttt tggaatttat ccaaatctta tgtaaatgct tatgtaaacc 1200 

216 aagatataaa agagtgctga ttttttgagt aaacttgcaa cagtcctaac attcacctct 1260 

217 tgtgtgtttg tgtctgttcg ccatcccgtc tccgctcgtc acttatcctt cactttccag 1320 

218 agggtccccc cgcagacccc ggatcgctag ctcgcgaatc gataagcttg cggccgctta 1380 

219 actgcagaag ttggtcgtga ggcactgggc aggtaagtat caaggttaca agacaggttt 1440 

220 aaggagacca atagaaactg ggcttgtcga gacagagaag actcttgcgt ttctgatagg 1500 

221 cacctattgg tcttactgac atccactttg cctttctctc cacaggtgtc cactcccagg 1560 

222 ttcaattaca gctcttaagc ggccgcaagc ttgatatcga attcctgcag cccgggggat 1620 

223 ccactagtgg atccaaagaa ttcaaaaagc ttctcgaggg cgcgcgcccg gcccccaccc 1680 

224 ctcgcagcac cccgcgcccc gcgccctccc agccgggtcc agccggagcc atggagctgg 1740 

225 cggccttgtg ccgctggggg ctcctcctcg ccctcttgcc ccccggagcc gcgagcaccc 1800 

226 aagtgtgcac cggcacagac atgaagctgc ggctccctgc cagtcccgag acccacctgg 1860 

227 acatgctccg ccacctctac cagggctgcc aggtggtgca gggaaacctg gaactcacct 1920 

228 acctgcccac caatgccagc ctgtccttcc tgcaggatat ccaggaggtg cagggctacg 1980 

229 tgctcatcgc tcacaaccaa gtgaggcagg tcccactgca gaggctgcgg attgtgcgag 2040 

230 gcacccagct ctttgaggac aactatgccc tggccgtgct agacaatgga gacccgctga 2100 

231 acaataccac ccctgtcaca ggggcctccc caggaggcct gcgggagctg cagcttcgaa 2160 

232 gcctcacaga gatcttgaaa ggaggggtct tgatccagcg gaacccccag ctctgctacc 2220 

233 aggacacgat tttgtggaag gacatcttcc acaagaacaa ccagctggct ctcacactga 2280 

234 tagacaccaa ccgctctcgg gcctgccacc cctgttctcc gatgtgtaag ggctcccgct 2340 

235 gctggggaga gagttctgag gattgtcaga gcctgacgcg cactgtctgt gccggtggct 2400 

236 gtgcccgctg caaggggcca ctgcccactg actgctgcca tgagcagtgt gctgccggct 2460 
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237 gcacgggccc 

238 gtgagctgca 

239 atcccgaggg 

240 tttctacgga 

241 cagaggatgg 

242 gtctgggcat 
24 3 ttgctggctg 
244 acccagcctc 
24 5 aagagatcac 

246 tcttccagaa 

247 ccctgcaagg 

248 gactggccct 

249 agctctttcg 

250 gtgtgggcga 

251 ggcccaccca 

252 gccgagtact 

253 accctgagtg 

254 gtgtggcctg 

255 tgaaacctga 

256 agccttgccc 

257 ccgagcagag 

258 tcgtggtctt 

259 agtacacgat 

260 gagcgatgcc 
2 61 aggtgcttgg 

262 agaatgtgaa 

263 acaaagaaat 

264 gccttctggg 

265 gctgcctctt 

266 actggtgtat 

267 gggacttggc 

268 tcgggctggc 

269 tgcccatcaa 

270 atgtgtggag 

271 atgggatccc 

272 cccccatctg 

273 aatgtcggcc 

274 agcgctttgt 

275 tctaccgctc 

276 tggtacccca 

277 accacaggca 

278 agccctctga 

279 atgtatttga 

280 atgaccccag 
2 81 ctgatggcta 
2 82 atgttcggcc 

283 gtgccactct 

284 tttttgcctt 

285 cccctcagcc 



caagcactct 
ctgcccagcc 
ccggtataca 
cgtgggatcc 
aacacagcgg 
ggagcacttg 
caagaagatc 
caacactgcc 
aggttaccta 
cctgcaagta 
gctgggcatc 
catccaccat 
gaacccgcac 
gggcctggcc 
gtgtgtcaac 
gcaggggctc 
tcagccccag 
tgcccactat 
cctctcctac 
catcaactgc 
agccagccct 
gggggtggtc 
gcggagactg 
caaccaggcg 
atctggcgct 
aattccagtg 
cttagacgaa 
catctgcctg 
agaccatgtc 
gcagattgcc 
cgctcggaac 
tcggctgctg 
gtggatggcg 
ttatggtgtg 
agcccgggag 
caccattgat 
aagattccgg 
ggtcatccag 
actgctggag 
gcagggcttc 
ccgcagctca 
agaggaggcc 
tggtgacctg 
ccctctacag 
cgttgccccc 
ccagccccct 
ggaaagggcc 
tgggggtgcc 
ccaccctcct 



gactgcctgg 
ctggtcacct 
ttcggcgcca 
tgcaccctcg 
tgtgagaagt 
cgagaggtga 
tttgggagcc 
ccgctccagc 
tacatctcag 
atccggggac 
agctggctgg 
aacacccacc 
caagctctgc 
tgccaccagc 
tgcagccagt 
cccagggagt 
aatggctcag 
aaggaccctc 
atgcccatct 
acccactcct 
ctgacgtcca 
tttgggatcc 
ctgcaggaaa 
cagatgcgga 
tttggcacag 
gccatcaaag 
gcatacgtga 
acatccacgg 
cgggaaaacc 
aaggggatga 
gtgctggtca 
gacattgacg 
ctggagtcca 
actgtgtggg 
atccctgacc 
gtctacatga 
gagttggtgt 
aatgaggact 
gacgatgaca 
ttctgtccag 
tctaccagga 
cccaggtctc 
ggaatggggg 
cggtacagtg 
ctgacctgca 
tcgccccgag 
aagactctct 
gtggagaacc 
cctgccttca 



cctgcctcca 
acaacacaga 
gctgtgtgac 
tctgccccct 
gcagcaagcc 
gggcagttac 
tggcatttct 
cagagcagct 
catggccgga 
gaattctgca 
ggctgcgctc 
tctgcttcgt 
tccacactgc 
tgtgcgcccg 
tccttcgggg 
atgtgaatgc 
tgacctgttt 
ccttctgcgt 
ggaagtttcc 
gtgtggacct 
tcgtctctgc 
tcatcaagcg 
cggagctggt 
tcctgaaaga 
tctacaaggg 
tgttgaggga 
tggctggtgt 
tgcagctggt 
gcggacgcct 
gctacctgga 
agagtcccaa 
agacagagta 
ttctccgccg 
agctgatgac 
tgctggaaaa 
tcatggtcaa 
ctgaattctc 
tgggcccagc 
tgggggacct 
accctgcccc 
gtggcggtgg 
cactggcacc 
cagccaaggg 
aggaccccac 
gcccccagcc 
agggccctct 
ccccagggaa 
ccgagtactt 
gcccagcctt 



cttcaaccac 
cacgtttgag 
tgcctgtccc 
gcacaaccaa 
ctgtgcccga 
cagtgccaat 
gccggagagc 
ccaagtgttt 
cagcctgcct 
caatggcgcc 
actgagggaa 
gcacacggtg 
caaccggcca 
agggcactgc 
ccaggagtgc 
caggcactgt 
tggaccggag 
ggcccgctgc 
agatgaggag 
ggatgacaag 
ggtggttggc 
acggcagcag 
ggagccgctg 
gacggagctg 
catctggatc 
aaacacatcc 
gggctcccca 
gacacagctt 
gggctcccag 
ggatgtgcgg 
ccatgtcaaa 
ccatgcagat 
gcggttcacc 
ttttggggcc 
gggggagcgg 
atgttggatg 
ccgcatggcc 
cagtcccttg 
ggtggatgct 
gggcgctggg 
ggacctgaca 
ctccgaaggg 
gctgcaaagc 
agtacccctg 
tgaatatgtg 
gcctgctgcc 
gaatggggtc 
gacaccccag 
cgacaacctc 



agtggcatct 
tccatgccca 
tacaactacc 
gaggtgacag 
gtgtgctatg 
atccaggagt 
tttgatgggg 
gagactctgg 
gacctcagcg 
tactcgctga 
ctgggcagtg 
ccctgggacc 
gaggacgagt 
tggggtccag 
gtggaggaat 
ttgccgtgcc 
gctgaccagt 
cccagcggtg 
ggcgcatgcc 
ggctgccccg 
attctgctgg 
aagatccgga 
acacctagcg 
aggaaggtga 
cctgatgggg 
cccaaagcca 
tatgtctccc 
atgccctatg 
gacctgctga 
ctcgtacaca 
attacagact 
gggggcaagg 
caccagagtg 
aaaccttacg 
ctgccccagc 
attgactctg 
agggaccccc 
gacagcacct 
gaggagtatc 
ggcatggtcc 
ctagggctgg 
gctggctccg 
ctccccacac 
ccctctgaga 
aaccagccag 
cgacctgctg 
gtcaaagacg 
ggaggagctg 
tattactggg 



2520 
2580 
2640 
2700 
2760 
2820 
2880 
2940 
3000 
3060 
3120 
3180 
3240 
3300 
3360 
3420 
3480 
3540 
3600 
3660 
3720 
3780 
3840 
3900 
3960 
4020 
4080 
4140 
4200 
4260 
4320 
4380 
4440 
4500 
4560 
4620 
4680 
4740 
4800 
4860 
4920 
4980 
5040 
5100 
5160 
5220 
5280 
5340 
5400 
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